ABSTRACT
The previous in silico studies of new derivatives of N-phenylanthranilic acids as inhibitors of 48 COX-1, COX-2 showed positive results [6, 7 ] . Therefore, it is expedient to continue the study in 49 relation to the mPGES-1 target.
51

MATERIALS AND METHODS
52
For the docking studies the crystallographic structural models with high resolution from Protein
53
Data Bank were used: mPGES-1 in the complex with glutathione (pdb code 4AL0) [8] . A flexible 54 molecular docking was carried out using the Molecular Operating Environment (MOE) software 55 package [9] .
56
Before beginning the procedure of docking for 33 compounds synthesized -3-oxamoyl-57 substituted and 3-succinoyl-substituted N-phenylanthranilic acids and their methyl esters -the base 58 of conformers was created with the help of systematic conformation search using МОЕ. Minimization 59 of the energy of all conformers obtained was carried out using MMFF94x force field and stopped 60 when the value of the root mean square gradient (RMS gradient) was less than 0.01 with the number 61 of iterations of not more than 200. Conformers, which energy values exceeded more than 7 kcal/mol 62 of the minimum energy value found for this compound, were excluded from the database as energy 63 unfavorable. In addition, for each compound the maximum number of generated conformers was set 64 at the level of 200. Thus, the base of 2545 conformers for 33 compounds studied was formed. The preliminary optimization of the structure of receptors included the calculation of partial charges on 66 atoms and the procedure of 3D protonation at pH=7.4, its purpose was to identify and correct the 67 ionization state of acidic and basic functional groups of the residues of certain amino acids, as well position of the ligand and is calculated using force fields of MMFF94x and AMBER99.
the specified receptor. Since there were no crystallographic models of the inhibitors of mPGES-1 co-
89
crystallized with this protein, and the activity of the known inhibitors was found based on in vitro 90 studies, the procedure of molecular docking was also carried out for MK886, MF63 and Licofelone; 91 the scoring functions obtained for them were used as the standard functions.
92
The analysis of the results of the docking studies ( Tab Molecules of all methyl esters of 3-oxamoyl-substituted N-phenylanthranilic acids studied form (Fig. 4.) .
156
Molecules of 3-succinoyl-substituted N-phenylanthranilic acids can bind with mPGES-1 by 157 forming one or two hydrogen bonds between the carbonyl oxygen atom of the carboxyl group of 158 anthranilic acid and Arg126 (compounds 10, 11, 13, 16 and 17) (Fig. 5.) . 
